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I. Tlus ijitcniatipuaiprdimirairy^^,^^^ by tlie tHlernaLioual J3urcau on behaU'of the 

IntemuUonUl Seurdiing Autiiority under Rule 44 



2, This REl^ORT consists of a total of 7 sheets, iacluiliiig Miis cover slicei. 

in Ukj attached sheets, m^y refcreacc to the vvriUcri opinion of the Inteniationiii Searching Authority st^oiild be read a 
refexcftpc to Uxc intcnialional p^eliminar^^repon on pat^^^^^^^^ 
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Ban No. ! 


Basis of Uie rejxin 


□ 


Box No. U 


Ptiiorily 




Box No, ill 


Non-esLnbHsliinent of opinion wiQi regard to novdly, inveative step and industrial 

tippHcabiHly 




Box No. JV 


Lack of unity of invention 




Bos No. V 


Reasoned statement untler Arttcli; 35(2) wiLii regard to novelty, mviintive stop or 
indastriai applicability; ciUiUons and explaiiations supiwting such statetiienl 
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Bbx No, VJ 


Certain docmnents cited 
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T3ox No- Vli 


Certain delects in the inleiTiational applimjuan 
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Box No. Vll 


CcrUiin observatiouB on the iiiteniationai appliealson 


A The hitcniatimial Bureau will cojiummicaie tliis report to designated OlTices in aecordance vvitli Rules 44i>/.v J{ e) and 93b i^. I 
but not, except where die uppIicauL inakeis an express rconesl iinder Ailicie 23(2), teforc Uic expiration of 30 montlis lioin 
the priority date (Rulc 44te .2). 
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lv Thfe opinion contains fncfcations relating to the fdlldwing items: 





Box Nb. 
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Box No: 


11 
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Box No. 


{11 
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Box No. 


tv 




Box No. 
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Box Na 


VI 


□ 


Box No. 


VII 




Box Nd. 


virt 



Basjs oF the apinran 
Priority 

Non-eslablishmenJ of apihjon wilh regard io novelly. invenlive step and industrial appiicabllity 
Lack of unity of invention 

Reasojied statement under Rule 43i?Js.T (a)(1) with regard to novelty, inventive step or industrial 
9pp!icab^^tty^ci|atio^s and explanaUons s^^^ 

Certain docurnenls oiled 

Certain defects in the mternationai application 



3. FURTflER ACTION 



If a demarrd for fnternatlonal preiiminafy examinatbn is mads, ^his opinion wjll usuaBy be considered to be a 
written apin ion of the International Preliminary Examsnmg Aulhonty ("IPHA"} except that Ihrs does not apply where 
the applfcant chaosas an Authanty other than this one to be the IPEA and the chosen iPEA has notifed the 
International Bureau under Rule 66.tdjc5(b) that wrslJen apinidns of tfits InterhalfonaJ Seafohing Aufhbrity 
witi not ba so considBred, 

If this opinion is. as provided above, considered io be? a wri^en opinion of the IP EAf the applicant is InvUed to 
submit to the IPEA a wrttten replyiogeihef, where appropriate, with arriendmenls, before Ihe expiraljon of 3 months 
from the date of mailing of Form PCT4SAi2:20 or before the e>{ptraljDn of 22 months from Ihe priority dale, 
which i&yer expires J alBT. 

For further qpEions, see Form PCT^SAi220. 

3. For further details, see notes lo Form PCT4SAy220, 
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Internationai aopiiGaton Ho 
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Sox No. I Basis of the Qplnion 

1 , mm regard to the language, mis opinron Ms been estabiished on ihB basis of: 
S the intematlonaf application m the ianguaga In wliich ilwas Hledl 

□ a transiaaon of the iriternaEtonal application intQ , which is the language of a translatron furnished for the 
purposes of internatidnaf search {Rule^ 

2. □ Thf$ dpinrdn has beeh establfshed takrng roto account the rectificalSon of an obvious mistake authorized 

by or notified to this Au thority under Rule 91 {Rule 43bis. 1 (a)) 

3, WUh regard Id any nucleotide andA)r amino acid sequence disclosed in the Intefnalional applieation and 
necessary to the claimed invention, mis opfnion has been es^ 

a. type of materiai: 

□ a sequence listing 

□ tablets) related to the sequence listing 

b. forrnat of materiai: 

□ on paper 

□ jn aieotroh la form 

c. time of liling^urnishlng: 

□ contatned in the Ihteroational application as filed. 

O filed together with the tnternatlonal application tn electronic form. 
P furnished subsequently to this Aumority for the purposes of search. 

4. □ In addition, in the case that more than one version or copy of a sequence listing andfor table refattno thereto 

has^been fited or furnished, the required statements that the information in the subsequent or additional 
coptes Is identical to that In the appiication as ftied or does not go beyond the application as filed as 
appropriate, were furnished. 

s. Additional cbmitients: 



Fprni PGT/lSA/237tAprir2007) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



loternaOonal appJicattan No. 
PCT^P2009yD51465 



Box Nq. V Reasoned statement under Bufe 436/s>1(a)(i) wrth regard to noveJty, tRventive step or 
industrial appfjcabilfty; cttations and explanations su|3porUng such starement 



1, Statement 



Moveity (N) 


Yes: 


Claims 


1-29 




No: 


Glaims 




inventive step (iS) 


Yes: 


Giaims 






No: 


Glairns 




Industrial applicability {lA} 


Yes: 


Cfaims 


1-29 




No: 


Clairns 





2. CitaSpns arid expianatrpns 
see setaarate sheet 



Sox No. VIII Certain ob servati ons on the Internationa? appHcation 

The foifbwihg obsea'ations on the clarity of the ciaims, desoriptron, and drawings or on the question whether the 
claims are fully supported by the deserfption, are rnade: 

see seaar ate sheet 
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InternaBonaf appjicatroh Nb- 
PCT/EPaOQ9/06 1455 



Be Item V. 

Beference is made to the Foltdwing documefits: 

D1 : WO 2004/026876 A (BAYER HEALTHCARE AG [DE]; HENDRIX MARTIN 
[DE]; eOESS FRANK-GERHARDiDE) 1 April 2004 (2004-04-01 ) eited in the 
appficatibn 

D2 : WO 2004/61 8474 A (BAYER HEALTHCARE AG [DE]; HENDRIX MARTfN 
[DE]; BOESS FRANK-GERHARD [DE) 4 March 2004 (2O04-O3-G4) cited In 
the appiicaiion 

03 : WO 2004/096811 A (PFIZER PROD INC [US]; BELL ANDREW SIMON 
|GB]; DENiMNO MICHAEL PAUL [US) 1 1 November 2004 (2004-1 1-1 1 ) 

1 Claim 28 relates to subject-matter considered by this Authority to be covered by 

the provisions of Rule 39.1(iv} / 67.1(lv) PGT. 

The patentability can be dependent upon the forrauiation of the claims. The EPO, for 
exampie, does not recognise as patentable ciaims to the use of a compound in medical 
treatment, but may allow claims to a product, in partiGuiar substances or compositions 
for use in a first or further medical treatment. 

2 Novelty 

The present application meets the requirements of Article 33(2) PCT because the 
subject-matter of claJms 1-29 Is considered to be new over the prior art D1 to D3 for the 
fblbVving reasons: 

Documents D1 -D2 refer to structuraHy very close pyra2oloC3,4-d)pyrimidtne compounds 
also useful for the treatment of central nervous system disorders (GNS), which only 
differ in that the cycfoalkyi moiety A in position 1 is not substituted (see D1, especially 
examples lA, 2A, 4A. 5A, 1 . 2, 4-6, IS, 17, 18, 20, 23 and claims; D2, examples 1 A, 
2A, 4A. 5A, 1-6, 8, 12-1 4 and claims). 

Document D3 describes structuraiiy very close pyrazolo(3,4-d)pyr[midine compounds 
(see especially examples 4, 14, 15, 17, 43 and claims 1 to 8) also useful for the 
treatment of diseases like diabetes, obesity hyperglycemia, dysiipidemia, etc.. which 
only differ In that the cycloalkyi moiety A in position 1 is not substituted. 



Form PGTyiSA'237 (Separate Shest) (Sheef ! ) {EPO-Aprii 2005) 



WRiTTEN OPINION OF THE Inlernational application No. 

INTERNATIONAL SEARCHING 

AUTHOR»TY (SEPARATE SHEET) P(yT7EPg0D9/Q61455 

3 Inventive step 

3.1 Closest State of the Art and Difference 

D1-D3 are considered to represent equally the closest prior art. since these documents 
disclose structurally very close phosphodiesterase 9A inhibitors (PDE9A) usef ui in 
treating GNS as well as diseases like diabetes, obesity hypergiycemfa. dysiipidemia. 
etc.. 

It should be noted that the mode of action of compounds is an intrinsic property of the 
compounds and cannot be a base for an inventive step acknowEedgement. 
Moreover the discover of a new mechanism of action cannot make a known use of a 
known compound novel and also Inventive. 

The compounds of present claim 1 differ only in that the cycloaikyi moiety A is 
unsubstituted. 

3.2 Technical Effect and Problem 

The application as filed does not contairi any evidence that this distinguishing feature Is 
responsible for an unexpected effect. 

Consequently, the problem underlying the present application should be seen in 
providing a fiuh«^tirution on a cycloaikyi moiety of a already known structure in brd^r to 
obtain compounds useful in treating GNS disorders as well as diseases like diabetes, 
obesity hyperglycemia, dyslipidemta, etc 

In view of the examples and the biological data of pages 75-77 of the present 
application it is credible that this problem has actually been solved by the subject- 
matter of claim 1 . 

3.3 Obviousness of the solutldn 

For a skilled worker, looking for further compounds, the replacement of a hydrogen 
atom by a substituent is a routine measure which belongs to the common practice in 
the field of medicinaf chemistry; thus being confirmed by the Appliean! himself in claim 
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1 by Ehe definition of x being 0 to 4; R^, as well as using exprBssidhs like "with the 
above mentioned members JTiay optiDnaiiy be substilutad". Substitutions of the 
structurally very ctose compounds of D1-D2 have also been; considered by the skitfed 
person (see claim 1 respeelively). 

Thus clatrns 1 to 29 da not meet the requirements of Art, 33{3) PCT, 
Re Item VSIL 

There is a discrepancy between claim 1 and dependent claim 19 due to the presence of 
a proviso in the dependent claim 19, which is missing In the main qlaim. 

The use of the expressions "preferabiy" or "more preferably" in claims 1 , 3, 7, 13 to 17 
and 26 renders the subject-matter of those daims unclear since these expressions 
introduce an ambiguity in the ciaims. ft is stressed that these expressions have no 
limiting effect on the scope of the ciaims. Furthermore these claims are thus not 
concise. 
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